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DETAILED ACTION 

The rejection under section 112, second paragraph is withdrawn in view of the 
amendments to the rejected claims. 

The rejection under section 103 is maintained and repeated below. Applicant's 
remarks in connection with this ground of rejection are also addressed: 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 22- 24 and 26-43 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over U.S. Patent No. 4,097,490 to Reinhold (Reinhold). 

The rejected claims cover, inter alia, a process for the manufacture of an 
enantiopure compound comprising at least one functional group capable of reacting with 
an activated carboxyl group, starting from a mixture of enantiomers of the said 
compound, in which process (a) a reaction medium comprising the mixture of 
enantiomers and a reagent based on an enantiopure amino acid, in which reagent at 
least one amino group of the amino acid is protected by a protective group and in which 
reagent at least one carboxyl group of the amino acid is activated, is subjected to 
conditions appropriate for bringing about the reaction of the functional group capable of 
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reacting with the activated carboxyl group with the activated carboxyl group, so as to 
form a carbonyl bond; (b) the mixture of diastereomers obtained is subjected to a 
separation operation, so as to obtain at least one fraction composed essentially of a 
diastereomer; (c) at least a portion of the said fraction is subjected to a stage of 
cleavage of the carbonyl bond under conditions under which the protective group is 
essentially stable; and (d) the enantiopure compound and an enantiopure derivative of 
the amino acid in which at least one amino group is protected by the protective group 
are recovered. 

The regard to the Above embodiments, Reinhold teaches a process for resolving 
mixtures of enantiomers of 1-t-butylamino-2,3-dihydroxypropane which comprises 
treating a solution of said mixture in a suitable solvent with an agent selected from S- 
pyroglutamic acid, R-pyroglutamic acid, L-(+)-tartaric acid and D-(-)-tartaric acid, 
separating, from the solution, solid diastereoisomer which forms and recovering from 
said diastereoisomer a single enantiomer of 1-t-butylamino-2,3-dihydroxypropane. See 
column 1, lines 55+. 

Reinhold also teaches that the single enantiomer of 1-t-butylamino-2, 3- 
dihydroxypropane is recovered from the separated diastereoisomer by conventional 
techniques. For example, the S-pyroglutamic acid.S-t-butylamino-2,3-dihydroxypropane 
diastereoisomer can be treated with a suitable base whereby the S-1-t-butylamino-2,3- 
dihydroxypropane is freed from the S-pyroglutamic acid. The S-1-t-butylamino-2,3- 
dihydroxypropane can then be recovered by extraction with a suitable solvent and the 
solvent stripped to yield the desired S-1-t-butylamino-2,3-dihydroxypropane. The 
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neutralized S-pyroglutamic acid can be conventionally recovered from the remaining 
solution for re-use as a resolving agent. Another procedure for recovering the amine 
enantiomer from the separated diastereoisomer is to run a solution of the 
diastereoisomer through a suitable ion exchange resin column and then elute the free 1- 
t-butylamino-2,3-dihydroxypropane enantiomer. See description bridging columns 2 
and 3. 

The difference between the process set forth in the rejected claims and the 
process disclosed by Reinhold is that Rein hold fails to explicitly teach some of the 
specific amino protecting groups recited in the claims. However, it would havbe been 
obvious to substitute the S-pyroglutamic acid, R-pyroglutamic acid, L-(+)-tartaric acid 
and D-(-)-tartaric acid of the reference with the protected amino counterparts in order to 
obtain the predictable result of an enantiopure compound. 

Applicant argues that the process according to the present invention leads to the 
formation of a carbonvl bond between the compound and the enantiopure amino acid 
reagent. However, the claim only requires the compound be capable of reacting with an 
activated carbonyl group. The compounds diclosed in Reinhold are capable of reacting 
with an activated carbonyl group, and thus, render the claim prima facie obvious. 



THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karl J. Puttlitz whose telephone number is (571) 272- 
0645. The examiner can normally be reached on Monday to Friday from 9 a.m. to 5 
p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Yvonne Eyler, can be reached at telephone number (571 ) 272-0871 . The 
fax phone number for the organization where this application or proceeding is assigned 
is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/Karl J. Puttlitz/ 

Primary Examiner, Art Unit 1621 



